Liquid Chromatographic Separation of Novel 4-Amino-Flavanes Series Diastereomers on a Polysaccharide-Type Chiral Stationary Phase.
Two broad approaches for the syntheses of a series of 4-aminoflavanes are used in this study, and they have been prepared in 30-99% overall yields using the reductive condensation of flavanone with primary amine, as a key step. By this methodology, the formyl derivatives of several secondary amines were obtained in good to excellent yields. The structures of all new products have been confirmed by spectral experiences (IR, 1H NMR and 13C NMR). However, the present non-stereoselective synthesis results in a mixture of 2-7: diastereomers, which differ from the configuration of the flavanone atom asymmetric center. Since each diastereomer may have different biological activity and pharmacokinetic profile, analytical methods have to be developed for their separation. The 4-aminoflavanes diastereomers were separated using polysaccharide chiral stationary phases columns consisting of cellulose (Chiralcel® OD-H and Chiralcel®OJ) by high-performance liquid chromatography; the separation was affected by the nature and concentration of the alcohol modifiers in the mobile phase. Separations were carried out under normal phase mode on the Chiralcel®OJ column. This method can properly separate the two diastereoisomers (Rs > 2) within an analysis time of <50 min.